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2 Abbreviations

AE adverse event

ANCOVA analysis of covariance
BCVA best corrected visual acuity
BID twice daily
CAE® Controlled Adverse Environment®
CFR Code of Federal Regulations
CI confidence interval
CRF case report form
DED dry eye disease
EDS Eye Dryness Score
HIPAA Health Information Portability and Accountability Act
IB Investigator’s Brochure
ICF informed consent form
ICH International Conference on Harmonization
IEC Independent Ethics Committee
IRB institutional review board
ITT intent-to-treat
LS least square
MAD mucosal atomization device
MedDRA medical dictionary for regulatory activities
MI multiple imputation
μL microliter
mm millimeter
nAChR nicotinic acetylcholine receptor
PP per protocol
SAE serious adverse event
TEAE treatment-emergent adverse event
US United States
WHO World Health Organization
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subject broke his/her glasses), the reason for the change in correction should be documented. 
BCVA will be summarized by visit and by treatment group for both study and fellow eyes.
Abnormal clinically significant findings will be described. Shifts from baseline including 
normal to abnormal (not clinically significant), and normal to abnormal (clinically 
significant) will be presented using counts and percentages

10.3 Corneal Fluorescein Staining

Corneal fluorescein staining will be performed, and data will be collected at Visits 1 and 5.
Corneal fluorescein staining will be assessed for both the study and fellow eye. Staining will 
be graded using the National Eye Institute (NEI)/Industry Workshop Scale. Examiners will 
score each of five areas on the cornea of each eye: 1 – Central; 2 – Superior; 3 – Temporal; 4 
– Nasal; 5 – Inferior. A standardized grading system of 0-3 will be used for each of the five 
areas. The corneal fluorescein staining score will be described by visit, treatment, study eye, 
and fellow eye with summary statistics. Specifically, scores will be presented by each of the 
five cornea areas and total scores for all corneal areas.

10.4 Slit Lamp Biomicroscopy

The slit lamp biomicroscope will be performed at Visit 1, Visit 2, Visit 3, Visit 4, Visit 5 and 
Visit 6. A slit lamp will be used for external examination and biomicroscopy. The eyelids, 
cornea, conjunctiva, anterior chamber, iris, and lens will be examined at each visit. Slit lamp 
biomicroscopy results will be summarized for each treatment group for the study and fellow 
eye by visit using discrete summary statistics. Abnormal clinically significant findings will 
be described. Shifts from baseline including normal to abnormal (not clinically significant), 
and normal to abnormal (clinically significant) will be presented using counts and 
percentages

11 Intranasal Examination

Intranasal assessments collected at the screening visit (Visit 1) and at Visit 6, and the early 
termination visit will be summarized by treatment group with counts and percentages. Shifts 
from baseline of normal to abnormal (not clinically significant) and normal to abnormal 
(clinically significant) will be presented using counts and percentages.

12 Efficacy Analysis

12.1 Primary Efficacy Endpoint 

The primary efficacy endpoint is mean change from baseline in Schirmer’s Test at Day 84 
(Visit 6).
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